IV. GUIDANCE FROM CLINICAL TRIALS ON USING ENDPOINTS

g. Antibodies Against PD-1, Against
PD-L1, or Against CTLA-4 for Treating

Melanoma

The Robert trial and the Postow trial, along
with another trial, the Weber trial, should be con-
templated a bit further, because of the dramatic
efficacy of the study drugs in melanoma clinical
trials. Although it was mentioned above that “the
median progression free survival was not
reached” in one of the study arms, this was not
because the trial was discontinued due to severe
drug toxicity. Instead, the results of the clinical
trial were analyzed and published prior to reach-
ing median PFS, because it was obvious, at the
early point in the trial, that the drug was
working.

Dramatic efficacy was found in the follow-
ing melanoma trials:

e Weber trial. Chemotherapy arm versus
antibody arm [dacarbazine chemotherapy
versus novilumab (anti-PD-1)] (59).

® Robert trial. First antibody arm versus
second antibody arm [pembrolizumab (anti-
PD-1) vs ipilimumab (anti-CTLA-4)] (60).

® Postow trial. Antibody monotherapy arm
versus combination arm with two antibodies
(ipilimumab vs ipilimumab plus nivolumab)
(61).

Pembrolizumab is an anti-PD-1 antibody.
Nivolumab is also an anti-PD-1 antibody.
Ipilimumab is an anti-CTLA-4 antibody. It is
self-evident that nivolumab and ipilimumab
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have different mechanisms of action, because
they bind to different targets. Also, it might be
expected that administering the combination
of both antibodies to a melanoma patient will
have an additive effect.

In the Weber trial—chemotherapy versus anti-
body (anti-PD-1 antibody)—objective response
rate with chemotherapy was only 11%, while
that with nivolumab was 32%.

In the Robert trial—pembrolizumab (anti-PD-1)
versus ipilimumab (anti-CTLA-4)—that is, where
each antibody bound to a different target, pem-
brolizumab had greater efficacy and produced
an objective response rate of about 33% while, in
contrast, ipilimumab was less effective, and pro-
duced an objective response rate of only 11.9%.

In the Postow trial—combination of nivolu-
mab plus ipilimumab versus ipilimumab only—the
combination had a greater efficacy, providing
an objective response of 61%, and the ipilimu-
mab monotherapy resulted in an objective
response of only 11% (62).

Thus, it can be seen that in the three mela-
noma trials, chemotherapy was least effective,
and the combination of nivolumab plus
ipilimumab was the most effective.

h. Data on PFS can Present Earlier, and
can be More Dramatic, Than Data on

OS—The Slamon Study

In a clinical trial on breast cancer, Slamon
et al. (63), treated women with surgery. After
surgery, HER2 expression was measured on
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